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DETAILED ACTION 
Formal Matters 

Claims 1-26 are pending and under consideration. 

Response to Amendment 

The objection to the Specification has been obviated by Applicant's amendment and is 

.) 

thus withdrawn. 

The rejection of claims 1-3, 6-8, 1 1-13, 16, 19 under 35 U.S.C. 102(b) as being 
anticipated by Chen et al. (1 995) has been withdrawn. 

The rejection of claims 1-3, 6-8, 1 1-16, 18-19 under 35 U.S.C. 103(a) as being 

Unpatentable over Chen et al. ( 1 995) in view of Chen et al. ( 1 996) has been withdrawn. 

> ■ • 

New and remaining issues are set forth below. 

Specification 

According to 37 CFR 1.821(d) (MPEP § 2422), where the description or claims of a 
patent application discuss a sequence listing that is set forth in the "Sequence Listing" in 
accordance with paragraph (c) of this section, reference must be made to the sequence by use of 
the assigned identifier, in the text of the description or claims, even if the sequence is also 
embedded in the text of the description or claims of the patent application. A sequences appears 
on page 1 9, line 25, of the specification but are not identified by SEQ ED NO as required. 

Appropriate correction is required. 
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Claim Rejections - 35 USC § 112 first paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-2, 4-26 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for methods of identifying agents which dissociate a nuclear 

hormone test complex comprising a nuclear hormone receptor dimer, a coactivator and a 

! ' ■ 

compressor in vitro, does not reasonably provide enablement for methods of identifying agents 

which dissociate a nuclear hormone test complex comprising a nuclear hormone receptor dimer, 

a coactivator and a corepressor in vivo. The specification does not enable any person skilled in 

the art to which it pertains, or with which it is most nearly connected, to make and use the 

invention commensurate in scope with these claims. 

• ...... . .. ., . ,- \, ...!.._ ' ... .... ........ ... ........ 

The claims are drawn to methods of identifying agents that dissociate a nuclear hormone 
test complex comprising a nuclear hormone receptor dimer, a coactivator and a corepressor. The 
claims are not limited to in vitro use, and thus the claims as written encompass in vivo methods. 
However, the specification does not adequately teach how to effectively practice the method in 
vivo. While the Specification asserts that expression of a nucleic acid molecule encoding a 
nuclear hormone receptor is well known in the art, the art teaches that numerous factors « 
complicate in vivo gene expression with respect to predictably achieving levels and duration of 
gene expression which have not been shown to be overcome by routine experimentation, see Eck 
& Wilson. This reference teaches that complicating factors include, the fate of the DNA vector 
itself (volume distribution, rate of clearance into the tissues, etc.), the in vivo consequences of 
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altered gene expression and protein function, the fraction of vector taken up by the target cell 
population, the trafficking of the genetic material within cellular organelles, the rate of 
degradation of the DNA, the level of mRNA produced, the stability of the mRNA produced, the 
amount and stability of the protein produced, and the protein's compartmentalization within the 
cell, or its secretory fate, once produced. Eck and Wilson, page 82, column 1, first paragraph. 
These factors differ dramatically based on the protein being produced. As such, in light of the 
state of the art for in vivo gene expression, the specification fail to provide guidance for any of 
the above parameters for in vivo gene expression. 

Claim Rejections - 35 USC § 112 second paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1-26 stand rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention, for reasons of record set forth in the Office Action of 3/8/2004. 

Claims 1, 2, 1 1 and 18 are vague and indefinite in the recitation of the term "activities". 
This term is not clearly defined in the claims. The specification also does not clearly define the 
term, but it seems to include, inter alia, an indirect signaling pathway activated by the nuclear 
hormone receptor, and on other nuclear hormone receptor mediated pathways (page 9, lines 5- 
20), and also a decrease in interaction with corepressors and an increase in interaction with 
coactivators (page 14, lines 10-20). Thus, since the term "activities" includes effects on indirect 
pathways not directly associated with nuclear hormone receptor function, the skilled artisan 
would not be apprised of the metes and bounds of the functional limitation with regard to the 
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activities which are dissociated. Claims 3-10, 12-17, 19-26 are rejected insofar as they depend 
on the recitation of the term "activities" in claims 1,2,11,18 

Applicant argues that the meaning of the term "nuclear hormone receptor activities" is 
clear to the skilled person in view of the specification, and that nuclear hormone receptor 
activities are those activities resulting from activation of a pathway by a nuclear hormone 
receptor, and that therefore, in contrast to the assertion in the Office Action, these activities are 
all associated with nuclear hormone receptor function. Applicant points to the specification at 

v- 1 

pagel3, lines 24-31, which discloses an indirect signaling pathway activated by the nuclear 
hormone receptor. However, The specification teaches, for example, that ligands that dissociate 
nuclear hormone receptor activities have selective indirect effects through nuclear hormone 
receptor-mediated pathways while failing to directly activate transcription through cognate 
response element (page 9, lines 2-13). The metes and bounds of this term cannot be determined 
based upon the definition provided in the Specification because the activities ascribed to the 
nuclear hormone receptor are exemplary, and further there is no indication what the indirect 
effects would be. 

Conclusion 

No claim is allowed. 

Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Murphy whose telephone number is (571) 272-0877. The 
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examiner can normally be reached Monday through Friday from 7:30 am to 5:00 pm. A message 
may be left on the examiner's voice mail service. If attempts to reach the examiner by telephone 
are unsuccessful, the examiner's supervisor, Brenda Brumback can be reached on (571) 272- 
0961. 

The fax number for the organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 



system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 



PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Joseph F. Murphy, Ph. D. 
Patent Examiner 
Art Unit 1646 
November 1 6, 2004 
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